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I. Basis of the report 

1 . Witli regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 

Description, Pages 

1 -43 as originally filed 

Claims, Numbers 

1-16 as originally filed 

Drawings, Stieets 

1 /1 3-1 3/1 3 as originally filed 

2. With regard to the language, ail the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under 
Rule 55.2 and/or 55.3). 

3^ With regard to any nuclebtide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

[SI filed together with the international application in computer readable form. 
. □ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5, □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing suet) amendments must be referred to under item 1 and annexed to tliis 
report.) 

6. Additional observations, if necessary: 
IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees, the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. IE! This Authority found that the requirement of unity of invention is not complied with and chose, according to 

Rule 68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1 , 13.2 and 13.3 
is 

□ complied with. 

IS! not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 



□ the parts relating to claims Nos. . 

V. Reasoned statement under Article 35(2) witli regard to novelty, inventive step or Industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



IS all parts. 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



2-16 



Industrial applicability (lA) 



Yes: 
No: 



Claims 
Claims 



1-16 



2. Citations and explanations 



Form PCT/IPEA/409 (January 2004) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No, PCTyEP 03/D6055 



see separate sheet 



f=omri PCT/IPEA/409 (Januaiy 2004) 



INTERNATIONAL PrIMiNARY International applicati<^P. PCT/EP 03/06055 
EXAMINATION REPORT - SEPARATE SHEET 



The examination is being carried out on the following application documents: ' • 

Text for the Contracting States: 

AL AT BE BG CH CY CZ DE DK EE ES Fl FR GB GR HU IE IT LI LT LU LV I^C MK NL PL PT RO SE SI SK 
TR 

Description, pages: 

1-43 as originally filed 

Claims, No.: 

1-16 as originally filed 

Drawings, sheete: 

1/13-13/13 as originally filed 

1. General remarks 

1 .1 Reference is made to the following documents: 

D1 : WO 00 34317 A (ADAIR FIONA SUZANNE ;CARR FRANGIS JOSEPH (GB); - 
HAIVIILTON ANITA ANNE) 1 5 June 2000 (2000-06-1 5) cited in the application 

D2: WO 98 52976 A (BIOVATION LTD ;CARR FRANCIS J (GB)) 26 November 
1998 (1998-11-26) 

2. Novelty 

2.1 Document D1 discloses an altered bryodin 1 sequence (Figure 10), where 1 0 amino 
acids have been modified, being non-immunogenic or less Immunogenic as 
compared to the wild-type bryodin 1 .The modified bryodin 1 Is considered as novelty- 
destroying for claim 1 (Article 33(2) POT). 

3. Inventive step 



Form PCT/Separate SheeV409 (Sheet 1) (EPO-Apill 1997) 



INTERNATIONAL PRSMINARY international applicati PCT/EP 03/06055 
EXAMINATION REPORT - SEPARATE SHEET 



3.1 Document D2 discloses a method to render proteins, or part- of- proteins, non- 
immunogenic or less Immunogenic, to a given species by Identifying In tlieir amino 
acid sequences one or more potential epitopes for T-cells of the given species and 
modifying the amino acid sequence to eliminate at least one of the T-cell epitopes. 

3.2 Document D1 cites document D2 as a relevant piece of prior art (see page 2, line 28), 
and discloses the application of said method to bryodin 1 . 

3.3 However, although epitopes in a protein can be predicted and modified with computer 
methods, It is considered that a certain level of experimentation is required to ensure 
that they actually work. An Inventive step can therefore only be recognized for 
epitopes (peptides) that have been experimentally tested as stimulating an immun. 
response or as non- or less immunogenic after modification. 

3.4 In the present application, 85 synthetic peptides (15mers) that overlapped by 12 
amino acids were generated that spanned the entire sequence of bryodin 1 .Their 
identification numbers and sequences are given in Figure 2. They correspond to SEQ 
ID NOs:100-184. 

3.5 This peptides have been used to measure the stimulation of T-cell proliferation. The 
results are shown in Figure 4. As indicated above, peptides shown there as inducing 
a positive response are considered to involve an inventive step (Article 33(3) PCT). 

3.6 The present set of claims, however, is not directed to said peptides. The claims are 
directed to a bryodin molecule non- or less immunogenic as the wild type bryodin, 
wherein the loss of Immunogenlcity Is obtained by removing one or more T-cell 
epitopes. 

3.7 In claim 3, the epitopes are selected from the sequences of Figure 1 , corresponding 
to SEQ ID NOs:11-99. They are 13mers with pofenf/a/ human MHC classll binding 
activity. This peptides, however, have never been tested experimentally as epitopes. 

3.8 Similariy, in claims 4 and 5 the epitopes are selected from peptides within or 
corresponding to the R1-R5 sequences. Also in this case, no experimental data 
support the fact that R1-R5 peptides act as epitopes. 

3.9 Also, there is no Indication in the application of which sequences have been actually 
used In Figures 6-10, It is only said that they were Identified using the in silico method 
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' of Example 1. Since the sequences are not given,- it is not- possible to determine 

which modified bryodin sequences as in claim 9 have been ever used in the 
experiments of Figures 6-10. 

3.10 Present claims 2-16 are therefore not considered to involve an inventive step (Article 
33(3) PCT). 



4. Unity (Rules 13.1 and 13.2 PCT> 

4.1 This Authority considers that there are many Inventions covered by the claims. The 
iBasons for which the Inventions are not so linked as to fomn a single general 
Inventive concept, as required by Rule 13.1 PCT, are as follows: 

4.2 the subject-matter of claim 1 is not considered to be novel (see above), and is 
therefore devoid of special technical features within the meaning of Rule 13.2 PCT; 

4.3 Also, since for the peptides identified by SEQ ID Nos:1 1 -99 and R1 -R5 (claims 2-1 0) 
it doesnt seem possible to Identify a corresponding technical effect as well, there is 
no single general inventive concept for the cited peptides, and therefore each of them 
define a different invention. 

4.4 Hence, he application does not meet the requirements of unity of invention as defined • 
in Rules 13.1 and 13.2 PCT. 
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